Immunology Research Institute of New England, Gardner, MA, 7 George Washington University School of Medicine, Washington, DC. RATIONALE: Expression of both co-inhibitory and co-stimulatory molecules is a key feature of antigen-presenting cells which allow initiation or suppression of T-cell activation. Excessive expression of coinhibitory molecules may be associated with tolerogenic properties of dendritic cells (DC). Expression of B7-family of co-inhibitory molecules by DC was assessed. METHODS: Blood samples from 14 patients with stage II-III pancreatic cancer were studied. Monocyte-derived dendritic cells were obtained. Expression of CD273 (B7-DC), CD274 (B7-H1), CD275 (B7-H2), CD276 (B7-H3), B7-H4, B7-H5 and B7-H6 molecules was assessed by FCM. CaCo-2 cell line served as a positive expression control. RESULTS: Expression of CD276 molecule was approximately 100% (99.1; range 98.6 to 99.7) with high MFI (53.6; range 42.5 to 92.7). CD274 expression was 60.5 % (range 53.6 to 66.9 %). Only 23.6% (range 20.6 to 38.3 %) of DC expressed CD273 and CD275 + DC varied from 11.8% to 30.0% (median 14.8%). The expression of B7-H4, B7-H5 and B7-H6 was absent in the majority of DC. Only 2 DC samples expressed B7-H4 (2.6% and 3.1%), and 2 other samples of DC had noticeable B7-H5 expression (3.0% and 4.2%). B7-H6 was seen only in one DC sample at 9.6%. CONCLUSIONS: CD274 and CD276 are constitutive for DC while expression of CD273 and CD275 is present in relatively low numbers of DC. Expression of B7-H4, B7-H5 and B7-H6 is also present in some of the DC samples in pancreatic cancer. The expression of these molecules by dendritic cells in pancreatic cancer patients may impact disease course. RATIONALE: Chlamydia pneumoniae is an obligate intracellular bacterium that causes respiratory infection in adults and children. There may exist an association between atypical bacterial pathogens (C. pneumoniae) and asthma, as well as production of immunoglobulin (Ig) E responses in vitro. Interleukin (IL-4) is required for IgE production. Previous studies in our laboratory demonstrated that doxycycline suppresses C. pneumoniaeinduced production of IgE and Interleukin (IL-4) responses in peripheral blood mononuclear cells from IgE+ allergic asthmatic subjects. Whereas macrolides have anti-chlamydial activity, their effect on in vitro human IL-4 responses to C. pneumoniae has not been studied. METHODS: Total serum IgE levels were assayed (ELISA). PBMC (1.5 x 10 6 ) from IgE negative adult atopic subjects (N55) were infected +/-C. pneumoniae BAL69 (multiplicity of infection of 0.1), +/-azithromycin (0.1, 1.0 ug/mL) for 10 days. IL-4 levels were determined in supernatants by ELISA. A single unequivocally positive skin test, or history of atopic dermatitis or allergic rhinitis defined atopy. RESULTS: Total serum IgE levels were low in all subjects (<100 IU/mL). IL-4 was detected in supernatants of PBMC on day 10. When azithromycin (0.1, 1.0 ug/ml) was added, IL-4 levels decreased (25%, 38%, respectively). When PBMC were infected with C. pneumoniae, IL-4 levels decreased (17%). Addition of azithromycin (0.1, 1.0 ug/mL) decreased IL-4 levels (20%, 10%, respectively). CONCLUSIONS: These findings indicate that azithromycin decreased IL-4 responses in vitro. However, at low concentrations, azithromycin does modulate C. pneumoniae-induced production of IL-4.
56
Expression of T-bet, George Washington University School of Medicine, Washington, DC. RATIONALE: Endometriosis is the disease characterized by benign growth of the ectopic tissue similar to endometrium in morphological and functional characteristics but lying beyond the uterine cavity. Regulation of the immune response in endometriosis in pateints with infertility was assessed. METHODS: The expression of RNA for genes of the transcription factors of Th1, Th2 and T-reg differentiation -T-bet, GATA-3 andFoxp3 were assessed by PCR in endometrial tissue of 42 women with endometriosis associated with infertility and 12 healthy women as controls. RESULTS: Endometriosis associated with infertility has an increase (p<0.001) in the expression of the RNA for genes of T-bet and GATA-3, respectively, with decrease in the T-bet/GATA-3 (p<0.05) ratio, which consistent with a Th2-dependent immune response. T-betgene expression is increased (p<0.001) in the early stages of endometriosis, while an increase (p<0.05) in the expression of the GATA-3 geneoccurs in later stages. Endometrial tissue in endometriosis patients with infertility has decreased expression of mRNA for Foxp3 (p<0.001) independent of the stage of disease. CONCLUSIONS: Immunoregulatory factors have a role in the pathogenesis of endometriosis associated with infertility. Assessment of immune imbalance in this condition may provide new opportunities for therapeutic intervention.
